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Leiomyoma Uteri or Fibroid uterus is common benign tumours. They can present as 
asymptomatic in 2/3rd of cases and with symptoms in 1/3rd of cases. The treatment 
is either medical or surgical. Mode of treatment depends upon many factors e.g., age, 
fertility wishes, symptoms, size and location. Those women who want to preserve 
fertility Ulipristal acetate (selective progesterone receptor modulator) is an option.

Mode of Action 

SPRMs (selective progesterone receptor modulators) are 
synthetic compounds that act at Progesterone receptor sites 
showing either agonistic or antagonistic activity depending upon 
changes in progesterone receptors [1,2]. Progesterone has role 
in Fibroids cell proliferation. In studies, it has been shown that 
SPRMs inhibit fibroid cell proliferation by causing apoptosis, 
antifibrinolytic activity and reducing or blocking growth factor 
expression. That’s why SPRMs may contribute to reducing fibroid 
size and reducing heavy blood loss. SPRMs can cause changes 
in endometrium known as progesterone receptor modulator 
associated endometrial changes (PAECs). These changes include 
endometrial gland cystic dilatation with irregular architecture 
lined with inactive glands and non decidualized stroma. So could 
not be classified as proliferative or secretary endometrium [1,2]. 
GnRH agonists cause down regulation at pituitary gland and 
have an affect on GnRH receptors resulting in decrease in serum 
estradiol and progesterone levels. In comparison SPRMs affects 
at three levels directly pituitary gland, fibroid, and endometrium 
[1]. It causes amenorrhea by having affect on pituitary gland, by 
inhibiting ovulation and at same time maintains estradiol level [3].  

 
SPRMs also result in reducing size of fibroid by causing apoptosis 
[4].

Role of SPRMs to Reduce Size of Fibroid Preoperatively 
and Long Term Medical Management

So far four PEARL trials have been conducted. PEARL I was a 
randomised, double-blind, placebo controlled trial. In this trial 
evaluation of women was done with symptomatic fibroids with UPA 
5mg or 10 mg tablet for three months. After 3 months it was found 
that uterine bleeding improved in 91% who were taking 5 mg UPA 
and 92 % who were taking 10 mg UPA and only 19 % in Placebo 
group. It was found that improvement of anaemia in treatment 
group which again have resulted in reduced morbidity and 
mortality in patient for surgery. PEARL II trial compared two group 
one received 5 or 10 mg UPA while other received GnRH (leuprolide 
acetate depot) 3.75 mg injection once a month. It was found that 
control of uterine bleeding in 90 % receiving 5 mg UPA and 98 % 
receiving 10 mg UPA and 89 % received GnRH. The median time 
was 5-7 days receiving UPA either 5 or 10 mg and 21 days receiving 
GnRH for control of bleeding. The effect of UPA was sustained up 
to six months after treatment [5,2,6]. PEARL III It was studied 
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safety and effect of intermittent long term three month courses 
of 10 mg UPA for treatment of fibroids.  Efficacy was assessed in 
term of amenorrhea and median time for control of bleeding after 
one, two, three and four courses. No Hyperplasia was found on 
endometrial histopathology. So it was found that repeated courses 
of UPA can improve the benefits in term of control of bleeding and 
reducing fibroid size. PEARL IV trial they assessed improvement in 
pain, Quality of life and reduction in fibroid size after repeated 12 
week courses of UPA 5 or 10 mg daily for intermittent treatment. 
Pregnancies and outcome have been reported after treatment with 
UPA [5,2,7].

Efficacy of Intermittent Long Term Repeated Three 
Month Courses of UPA 10 mg

The effect of intermittent long term UPA 10 mg in repeated 
courses of three month with a gap of two menstrual cycles between 
courses was assessed and it was found that improvement in terms of 
bleeding  control, reduced time to achieve amenorrhea. Fibroid size 
was reduced by more than 50 % with each subsequent course. So 
treatment of fibroid depends on many factors like age, future fertility 
wishes, symptoms and location of fibroids [1,3-5]. If age is less than 
40 yrs with uterine cavity deformed by fibroids and infertility, 
then according to International Federation of Gynaecology and 
Obstetrics classification type 0 Fibroids , no preoperative treatment 
is needed just hysteroscopic removal. For type 1 Fibroids of less 
than 3 cm, there are two options either hysteroscopic removal 
directly or one or two courses of three months UPA followed by 
hysteroscopic removal if insufficient response to UPA. For type 1 
Fibroids more than 3 cm or Type 2 Fibroids UPA can be given in 
three months one or two courses. After treatment either Fibroid 
will reduce in size that no more distort uterine cavity or if still need 
removal then due to reduction in size hysteroscopic removal is easy. 
If multiple fibroids or belong to Class 2-5 then 2 courses of three 
month UPA can be given with following possible outcome: 

•	 Size of fibroid is reduced by more than 50 % and no more 
distortion of uterine cavity so no further treatment is required and 
patient can try for natural conception.

•	 If fibroid size reduced by more than 25 % but less than 50 
% so still need surgery but benefit is that removal will be possible 
by laparoscopy rather than open surgery. 

•	 If fibroid size reduced by more than 25 % but less than 
50 % and still distorted uterine cavity two options should be 
considered with the patient either prolong medical therapy for 
another two courses of three months or offer surgical treatment.

•	 If reduction in size of fibroid not sufficient then surgery 
is needed. Indication for surgery depends on size and location 
of fibroid [1,8,9]. Premenopausal women presenting with 
symptomatic fibroids who want to preserve their uterus, similar 
principle of management as for women less than 40 years of age 
with type 0 or 1 Fibroids.

Long term intermittent therapy is suggested if type 2 fibroids 
or multiple large fibroids of Class 2-5. Patient can be observed after 
2 courses, if size of fibroid is reduced by more than 50 % or till 
symptoms reappear. Regarding additional courses further data is 
needed to determine median time before recurrence. If reduction 
of fibroid size is not sufficient then there is need for myomectomy 
[1,9,10]. If size of fibroid reduced by more than 25 % but less than 
50 % then additional UPA courses may be needed. It is possible 
to wait until symptoms recur. So available options in such cases 
are either treatment with UPA, Uterine artery embolization or 
hysterectomy [2,8-10].

Conclusion 

UPA is found to be effective medical treatment as alternative 
to surgery, while managing fibroid uterus. So far with studies, 
UPA is proven to be a good option for fibroid treatment both as 
preoperatively as well as long term intermittent courses. UPA 
causes improvement of symptoms associated with Fibroid uterus 
like pain, bleeding, anaemia as well as reduces size of fibroid also. 
UPA did not have any effect on ovarian reserve so far but still need 
more studies to confirm its effect on ovarian function. Endometrial 
monitoring is needed with long term intermittent courses for UPA 
treatment. UPA use is associated with reduced need for surgeries. 
Further studies are needed to assess liver injury following UPA 
treatment as well as long term outcome of myomectomies after 
treatment. More data is needed for pregnancies outcome conceived 
after treatment with UPA in terms of miscarriage, preterm labour, 
mode of delivery and after delivery complications.
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